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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address •• 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 18 November 2005 . 
2a)Q This action is FINAL. 2b)[X] This action is non-final. 

3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [3 Claim(s) 1.4-8, 10, 14-18,22,41,47,69,95 and 97-101 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) E3 Claim(s) Wand 18 is/are allowed. 

6) KI Claim(s) 1,4-8,14-17,22.41,47.69.95 and 97-101 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)Q Some * c)Q None of: 

1. D Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

1 . The examiner of your application in the Patent and Trademark Office has been 
changed. To aid in correlating any papers for this application, all further correspondence 
regarding this application should be directed to Bo Peng, Art Unit 1648. 



2. This Office Action is in response to the amendment filed 18 November 2005. 
Claim 96 is cancelled. Claims 1,4-8, 10, 14-18, 20-23, 41, 47, 69, 95, and 97-101 are 
pending. This Office action is Non-final. 

3. The objection of claim 96 is withdrawn in view of the cancellation of the claim. 

4. The rejection of claim 10 under 35 U.S.C. §112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention is withdrawn in view of the amendment. 

5. The rejection of claim 5 under 35 U.S.C. §112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention is maintained. Since both (a) and (c) require 
exons of TPLs from different adenoviruses, the SEQ ID NO: 32, in which all exons are 
from Ad5, does not meet the criteria required by (a) and (c). 

6. The rejection of claims 1, 4 and 1 1 under 35 U.S.C. 102(b) as being anticipated 
by Logan and Clark is withdrawn in view of Applicant's arguments. 

7. The rejection of claims 6-8 are rejected under 35 U.S.C. 103(a) as obvious over 
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Logan as evidenced by Clark, further in view of Curiel (US 5,871,727) is maintained. 
Applicant argues that neither Logan nor Logan as evidenced by Clark discloses an 
isolated nucleic acid molecule wherein "at least two of the different TPL exons are from 
different adenoviruses as required by Claim l"(Remarks, Paragraph 5, line 4, p. 9). 

8. Applicant's argument is not convincing because the limitation of claim 1 is not 
only "at least two of the different TPL exons are from different adenoviruses as required 
by Claim 1" according to claims 1 and 5. As evidenced by dependent claim 5 which 
recites: The isolated nucleic acid molecule of claim 1, wherein one of said TPL 
nucleotide sequence comprises the sequence set forth in SEQ ID NO: 32. According to 
the specification, SEQ ID NO: 32 contains TPL all from Ad5, but not from different 
adenoviruses. Therefore, the cited reference meets the limitation of the claims 1 and 5, 
and Applicant has not provided any compelling reasoning or evidence to overcome the 
obviousness rejection under 35 U.S.C. §103. 

9. Following are new grounds of rejections: 

Claim Rejections - 35 (JSC §112 

10. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

11. Claims 1, 5, 14, 69, 97, 100, and 101 rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

12. Claims 1,5, 100 and 101 are indefinite because the limitation of claims 100 and 
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101 is outside of the scope of claim 1. Claim 1 reads on TPLs are from different 
adenoviruses, while SEQ ID NO: 32 of claim 5 and SEQ ID NO: 8 of claims 100 and 101 
contain only Ad5 TPL, not TPLs from different Adenoviruses. 

13. Claim 14 is indefinite because the relationship of claim 14 i) and ii) is not clearly 
defined: are there more TPLs (ii) present in the claimed cell line in addition to TPLs of 
SEQ ID NO: 32 or SEQ ID NO: 26 (claim 14i)? 

14. Claim 69 is indefinite because it is not clear what "said stably integrated nucleic 
acid molecule" is. Moreover, cell lines 293, A549, W163, Vero and an epithelial cell line 
do not meet the limitation of the packaging cell line of claim 14, because they do not 
contain either SEQ ID NO: 32 or SEQ ID NO: 26. 

15. Claim 97 is rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete 
for omitting essential elements, such omission amounting to a gap between the elements. 
See MPEP § 2172.01. The omitted elements are: an Ad genome or an Ad vector 
containing exogenous genes. Since the packaging cell line of claim 14 can only provide 
some Ad proteins, which are insufficient to generate an Ad particle without Ad genome. 

Claim Rejections - 35 USC § J 12, first paragraph 

16. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

17. Claims 1, 4-8, 11, 14-23, 41, 47, 69, 95, 97, 98 and 99 are rejected under 35 
U.S.C. 1 12, first paragraph, as containing subject matter which was not described in the 
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specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

Vas-Cath Inc. v. Mahurkar , 19 USPQ2d 1111, makes clear that "applicant 
must convey with reasonable clarity to those skilled in the art that, as of 
the filing date sought, he or she was in possession of the invention. The 
invention is, for purposes of the written description inquiry, whatever is 
now claimed" (See page 1117.) The specification does not "clearly allow 
persons of ordinary skill in the art to recognize that [he or she] invented 
what is claimed." (See Vas-Cath at page 1116). As discussed above, the 
skilled artisan cannot envision the detail chemical structure of the 
encompassed genus of undefined nucleotide fragment, proteins or 
polypeptides. Therefore conception is not achieved until reduction to 
practice has occurred, regardless of the complexity or simplicity of the 
method of isolation. Adequate written description requires more than a 
mere statement that it is part of the invention and reference to a potential 
method of isolating it. The compound itself is required. See Fiers v. Revel, 
25 USPQ2d 1601 at 1606 (CAFC 1993) mdAmgen Inc. v. Chugai 
Pharmaceutical Co. Lid., 18 USPQ2d 1016. 

Applicant has disclosed a limited number of species; therefore, the skilled 
artisan cannot envision all the contemplated amino acid sequence 
possibilities recited in the instant claims. Consequently, conception in 
either case cannot be achieved until a representative description of the 
structural and functional properties of the claimed invention has occurred, 
regardless of the complexity or simplicity of the method. Adequate 
written description requires more than a mere statement that it is part of 
the invention. The sequences themselves are required. See Fiers v. Revel , 
25 USPQ2d 1601, 1606 (CAFC 1993). 

A description of a genus of protein sequences may be achieved by means 
of a recitation of a representative number of polypeptide sequences, 
defined by amino acid sequence, falling within the scope of the genus, or 
of a recitation of structural features common to the genus, which features 
constitute a substantial portion of the genus. Regents of the University of 
California v. Eli Lillv&Co ., 1 19F3d 1559, 1569, 43 USPQ2d 1398, 1406 
(Fed. Cir. 1997). 

19. Claims 1, 4-8 and 1 1 read on an isolated nucleic acid molecule comprising an 
adenovirus tripartite leader (TPL), wherein the exons are from different adenoviruses. 
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20. Since there is no limitation to different adenoviruses, the scope of claim 1 
encompasses any strains, species, known and unknown adenoviruses. Although applicant 
has disclosed a nucleic acid contains Ad5-TPL in the specification, Applicant has not 
disclosed any TPL from different strains of Ads to support all TPL combinations of 
different Ad strains and species as broadly claimed. Consequently, while the skilled 
artisan would reasonably conclude Applicant was in possession of Ad5-TPL, there is no 
indication that Applicant was in possession of all undefined Ad-TPLs of different strains 
and species as broadly claimed. 



21. Claims 14-23, 41, 47, 69, 95, 97, 98 and 99 read on an Ad vector packaging cell 
line, comprising Ad structure proteins, fiber proteins, or a chimeric fiber protein under a 
control of an inducible promoter and a TPL and a method of producing Ad particles using 
the packaging cell line of claim 14. 

22. Since the claims 14-23, 41, 47, 69, 95, 97, 98 and 99 do not define what strains of 
Adenoviruses and what structure proteins are, the scope of the claims encompasses all 
cell lines that can package any deficient Ad vectors of any strains and species. In the 
specification, Applicant has disclosed a few cell lines that express Ad5 or Ad5/3 fiber 
proteins for packaging human Ad5 based vectors, but has not disclosed sufficient species 
of Ad cell lines that can complement all deficient Ad vectors of different strains and 
species to support the broadly claimed genus of Ad packaging cells. The instant 
specification fails to provide sufficient descriptive information, such as definite structural 
features, specific Ad proteins expressed and function capabilities, about the Ad 
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packaging cells that can complement all deficient Ad vectors of different strains and 
species. 

23. Moreover, the specification has disclosed a CMV promoter but has failed to 
describe any specific inducible promoters. 

24. Consequently, there is no indication that Applicant was in possession of an Ad 
packaging cell line that can complement all deficient Ad vectors of any strains or species 
and any Ad cell lines that contain inducible promoters as broadly claimed. 

25. Claims 41 5 47, 95, 98 and 99 are directed to a method for producing an Ad 
particle, wherein said Ad particle comprises a genome encoding an exogenous protein, 
wherein said exogenous protein is a tumor-suppressor protein, a suicide protein and 
biologically active fragment thereof. 

26. However, The instant specification fails to provide any descriptive information, 
such as names, definite structural features and function activities of claimed tumor- 
suppressor proteins, suicide proteins and biologically active fragment thereof. 
Consequently, there is no indication that Applicant was in possession of such exogenous 
proteins. 

27. Claims 1,4-8, 11, 14-23, 41, 47, 69, 95 and 97-101 are further rejected under 35 
U.S.C. 1 12, first paragraph, as containing subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 
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"[T]o be enabling, the specification of a patent must teach those skilled in the art how to 
make and use the full scope of the claimed invention without 'undue experimentation.'" 
Genentech Inc. v. Novo Nordisk 108 F.3d 1361, 1365, 42 USPQ2d 1001, 1004 (Fed. Cir. 
1997); In re Wright 999 F.2d 1557, 1561, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993); See 
also Amgen Inc. v. Chugai Pharm. Co., 927 F,2d 1200, 1212, 18 USPQ2d 1016, 1026 
(Fed. Cir. 1991); In re Fisher 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 
Further, in In re Wands 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988) the 
court stated: 

Factors to be considered in determining whether a disclosure would 
require undue experimentation have been summarized by the board in Ex 
parte Forman [230 USPQ 546, 547 (BdPatAppInt 1986)]. They include (1) 
the quantity of experimentation necessary, (2) the amount of direction or 
guidance presented, (3) the presence or absence of working examples, (4) 
the nature of the invention, (5) the state of the prior art, (6) the relative 
skill of those in the art, (7) the predictability or unpredictability of the art, 
and (8) the breadth of the claims. 

A conclusion of lack of enablement means that, based on the evidence regarding each of 
the above factors, the specification, at the time the application was filed, would not have 
taught one skilled in the art how to make and/or use the full scope of the claimed 
invention without undue experimentation. In re Wright, 999 F.2d 1557,1562, 27 USPQ2d 
1510, 1513 (Fed. Cir. 1993). 

28. Claims 14-18, 20-23 and 69 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
enable one skilled in the art to which it pertains, or with which it is most nearly 
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connected, to make and/or use the invention. 

29. The invention appears to employ novel biological materials, specifically 
Adenovirus packaging cell lines. Since novel Adenovirus packaging cell lines are recited 
in the claims, it is essential to the invention recited in those claims. It must therefore be 
obtainable by a repeatable method set forth in the specification or otherwise be readily 
available to the public. It is noted that Applicants have not deposited the Adenovirus 
packaging cell lines and it is not apparent if Adenovirus packaging cell lines are readily 
available to the public. The requirements of 35 U.S.C. § 1 12 may be satisfied by a deposit 
of Adenovirus packaging cell lines and disclosure of a repeatable process to obtain the 
Adenovirus packaging cell lines in the specification. 

30. If the deposit is made under the terms of the Budapest Treaty, then an affidavit or 
declaration by Applicants, or a statement by an attorney of record over his or her 
signature and registration number, stating that the specific strain will be irrevocably and 
without restriction or condition released to the public upon the issuance of a patent, 
would satisfy the deposit requirement made herein. 

31. If the deposit has not been made under the Budapest Treaty, then in order to 
certify that the deposit meets the criteria set forth in 37 C.F.R. §§ 1.801-1.809, Applicants 
may provide assurance of compliance by an affidavit or declaration, or by a statement by 
an attorney of record over his or her signature and registration number, showing that: 

(a) during the pendency of this application, access to the invention will be 
afforded to the Commissioner upon request; 

(b) all restrictions upon availability to the public will be irrevocably removed 
upon granting of the patent; 
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(c) the deposit will be maintained in a public depository for a period of 30 years 
or 5 years after the last request or for the effective life of the patent, whichever is longer; 



(d) the deposit will be replaced if it should ever become unviable. 

Applicants is directed to 37 CFR § 1.807(b), which states: 

(b) A viability statement for each deposit of a biological material 

defined in paragraph (a) of this section not made under the Budapest Treaty on the 

International Recognition of the Deposit of Microorganisms for the Purposes of 

Patent Procedure must be filed in the application and must contain: 

(1) The name and address of the depository; 

(2) The name and address of the depositor; 

(3) The date of deposit; 

(4) The identity of the deposit and the accession number given by the depository; 

(5) The date of the viability test; 

(6) The procedures used to obtain a sample if the test is not done by the 
depository; and 

(7) A statement that the deposit is capable of reproduction. 

Applicants is also directed to 37 CFR § 1.809(d) which states: 

(d) For each deposit made pursuant to these regulations, the specification shall 
contain: 

(1) The accession number for the deposit; 

(2) The date of the deposit; 

(3) A description of the deposited biological material sufficient to specifically 
identify it and to permit examination; and 

(4) The name and address of the depository. 

32. Applicants' attention is directed to M.P.E.P. §2400 in general, and specifically to 
§241 1 .05, as well as to 37 C.F.R. § 1.809(4), wherein it is set forth that "the specification 
shall contain the accession number for the deposit, the date of the deposit, the name and 
address of the depository, and a description of the deposited material sufficient to 
specifically identify it and to permit examination." The specification should be amended 
to include this information; however, Applicants is cautioned to avoid the entry of new 
matter into the specification by adding any other information. 
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33. Claims 14-23, 41, 47, 69, 95 , 97, 98 and 99 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for Ad packaging cell line 
293, 21 1, 21 1 A to package Ad5 based Ad vectors, does not reasonably provide 
enablement for A549, W163, Hela, Vero, and all other uncharacterized cell lines to 
package any Ad deficient vectors. The specification does not enable any person skilled 
in the art to which it pertains, or with which it is most nearly connected, to make and use 
the invention commensurate in scope with these claims. 

34. A viral package cell line is specifically designed to complement a deficient viral 
vector in order to package the deficient vector into a virus particle. A549, W163, Hela, 
Vero, and all other uncharacterized cell lines are incapable of packaging deficient Ad 
vectors of claim 21 because they do not provide any Ad proteins that are required for 
packaging the deficient Ad vectors. Moreover, the specification has not taught that 293, 
21 1 and 21 1 A can also be used to package deficient Ad vectors of different strains and 
species. Since the limitation in claim 14 clearly covers very broad range of packaging 
cells that can package all deficient Ad vectors of different strains and species, in view of 
the empirical and unpredictable nature of the invention with regard to development of 
packaging cells for all Ad viruses, and lack of guidance and working examples in the 
specification, one skilled in the art cannot make and use A549, W163, Hela, Vero, and all 
other uncharacterized cell lines to package deficient Ad vectors, and cannot use 293, 
A549, W163, Hela, Vero, 21 1, 21 1 A and all other uncharacterized cell lines to package 
deficient Ad vectors of any strains and species, either, without undue experimentation. 
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35. Claims 1,4-8, 11, 100 and 101 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for Ad 5 TPL does not reasonably 
provide enablement for other TPL of different adenoviruses. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 

36. Claims 1, 4-8, 11, 100 and 101 recite an isolate nucleic acid molecule comprising 
Ad TPL wherein the different TPL exons are from different adenovirus. As indicated in 
the specification, there are at lease more than 47 human adenoviruses and more of other 
species. However, the only working example given for construction of such TPLs in the 
specification is Ad5 TPL, which was known in the art (Logan et al. PNAS Vol. 81(1984), 
pp 3655-3659). There is no disclosure about TPLs of other Ad viruses encompassed by 
claim 1 in the specification. It appears that Applicant was not in position of even a small 
traction of such molecules. More importantly, Applicant fails to provide necessary 
guidance that would lead one to such molecules. Since TPLs are strain-specific, precise 
sequences of exons and introns of different Ads and their location in their genomes are 
required to make claimed nucleic acid molecule comprising TPLs from different 
adenovirus. Only a few strains of Ad genomes were sequenced and partially 
characterized at the time of the instant application was filed. Neither the instant 
specification nor the prior art has provided guidance how to make nucleic acid molecules 
comprising TPLs of different adenoviruses without knowing their sequences. 

37. Since the limitation in claim 1 clearly covers a very broad range of adenoviruses, 
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considering the state of the art as discussed above and the high unpredictability and lack 
of guidance and working examples in the specification, one skilled in the art cannot 
practice the claimed invention without undue experimentation. 



38. Claim 10 is allowable. Claim 18 would be allowable if rewritten to overcome the 
rejection(s) under 35 U.S.C. 1 12, first paragraph, set forth in this Office action and to 
include all of the limitations of the base claim and any intervening claims. The prior art 
does not teach and suggest the Ad5 packaging cells expressing Ad5 fiber or Ad5/Ad3 
chimeric fibers. 



Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Bo Peng, Ph.D. whose telephone number is 571-272- 
5542. The examiner can normally be reached on M-F, 9-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Housel can be reached on 571-272-0902. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 
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